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April 22, 1993 

Dockets Management Branch 
Food and Drug Administration 
Department of Health and 

Human Services 
Room 1-23 
12420 Parklawn Drive 
Rockville, Maryland 20857 

Dear Sir/Madam: 

DAVID E KENDALL 
GREGORY B CRAIG 
JOHN J BUCKLEY, JR 
TERRENCE O’DONNELL 
DOUGLAS R MARVIN 
JOHN K VILLA 
BARRY 5. SIMON 
KEVIN T BAINE 
STEPHEN L UKBANCZYK 
PHILIP J WARD 
FREDERICK WHlTTEN PETERS 
PETER 3 KAHN 
JUDITH A MLLLER 
LON 5 BABBY 
SCOTT BLAKE HARRIS 
MICHAEL S SUNDERMEYER 
JAMES T. FULLER, II, 
DAVID D. AUFHAUSER 
BRUCE R. CENDERSON 
CAROLYN H WILLIAMS 

F LANE HEARD III 
STEVEN R KUNEY 
ROBERT 5 LlTT 
CERSON A ZWEIFACH 
SARAH HELENE DUCGIN 
PAUL MOGIN 
DANIELA WINKLER 
HOWARD W CUTMAN 
NANCY F PREISS 
RlCHARD 5 HOFFMAN 
PAULAMlCHELE ELLISON 
STEVEN A. STEINBACH 
MARK 5 LEVINSTEIN 
MARY G CLARK 
VICTORIA L RADD 
DANIEL F KATZ 

Enclosed are four copies of our reply comments in FDA 
docket #93P-0115/PSAl. PlLease stamp one copy to be returned by 
our messenger, and file the others as appropriate, 

Thank you. 

RMC :amj 
Enclosures 



April 22, 1993 

Dockets Management Branch 
Food and Drug Administration 
Department of Health 

and Human Services 
Room l-23 
12420 Parklawn Drive 
Rockville, MD 20857 

REPLY COMMENTS IN SUPPORT 
OF PETITION FOR STAY OF ACTION 

IN DOCKET NO. 93P-0115/PSAl 

These comments, submitted on behalf of Pfizer, Inc. 

("Pfizer'"), respond to the opposition comments submitted by Elan 

Pharmaceutical Research Corp. ("Elan") on April 13, 1993 ("Elan's 

Opp."). 

1. This reply is short, to avoid diversion of 

resources from consideration of the merits of Elan's application 

for approval of its extended-release nifedipine product ("Elan's 

NDA") and the merits, related thereto, of Pfizer's Citizen 

Petition, Dkt. No. 93P-0115/CP 1 ("Pfizer's Cit. Pet."). 

2. The Agency has advised Pfizer that its petition is 

under consideration. That is appropriate because the issue 

raised by the petition relates to the lawfulness of an approval 

of Elan's NDA; and, before granting any such approval, the Agency 

should be satisfied that it would be lawful. Although there is 

substantial public interest in prompt approvals of NDAS, that 

interest is outweighed by the public interest in compliance with 

the legal requirement for adequate scientific support of NDAS. 



3. Elan's Opp. is, essentially, an attack on Pfizer's 

good faith in filing Pfizer's Cit. Pet. and the accompanying 

petition for stay of action. Elan's attack is without merit. 

Pfizer acted in good faith, even to the extent of pointing out, 

specifically and in detail, readily identifiable possible 

circumstances in which the petition could be summarily denied. 

Pfizer's Cit. Pet. 3-4. Elan's Opp. does not allege that any of 

those circumstances is present. Indeed, by stating that it 

intends to submit comments in opposition to Pfizer's Cit. Pet., 

Elan's Opp. 2, Elan acknowledges that the issue it raises is 

substantial. Moreover, contrary to Elan's assertions, Pfizer did 

raise with FDA in 1990 concerns substantially similar to those 

presented in Pfizer's Cit. Pet. See Letter from Marvin Frank to 

Gerald F. Meyer (June 5, 199O)(copy attached). 

4. The issue is whether Elan's NDA contains (or 

lawfully refers to) data adequate to make an approval of the NDA 

lawful. Agency officials have a responsibility to resolve that 

issue before acting on Elan's application. Fairness to both Elan 

and Pfizer, and to the public, requires prompt resolution of that 

issue. Even Elan is not urging the Agency to ignore it. 

W illiams & ConnoPly 
725 Twelfth Street, N.W. 
Washington, D.C. 20005 

(202) 434-5466 

Counsel for Pfizer, Inc. 



PFIZER INC., 235 EAST 42nd STREET, NEW YORK, N. Y. IOOU . 

June 5, 1990 

Bzr. Gbrald F, myer 
Deputy Director 

- 

Center for Drug Evaluation and RescFtarch 
Food rind Dxug Administratian 
Parktawn BX&J.~ &ma 23B-45 
5600 Fishers Lane 
Rockville, Maryland 20857-1706 

We km-e writing this Ilett to obtain clarification 
Food and Dmg ledrainistxation)s policy on two issues of 

of ths 

i.mpcxxtMce to phamaceuticaJ, companies eged in the reseamh 
am3 developatmt of innovative drug therapim5. !Lbe first issue 
concerns the fuirness of FDArsprocedures forreviewingproduct 
amptc3val =m-@3 fZ'ONt phamtaceutical cxqmnies S8ekfng to 
mar&&z copies at: slight varciations of already-marketed drugs 
throgh the submission of full rathez than abbxeviated new drug 
applkations. The second issue, also one of fairness, con- 
the mnount of data Buch applications am2 required to contain to 
be comidered full, as opposed to paper or aMmMated, new 
drug applications. 

cerkaiu infoxmation has come to our attention that snakes 
it prudentfoxusto seek reassurance from the Center that it 
is applying the drug approval provisions of the Federal food, 
Drug, and Cosmetic Act evenhandedly and in acoom2 with the 1984 
axnen~ents . Because we anticipate that our concerns will be 
met by a clarification of existing policy and procedures, we do 
not kd.irrv% #at a nmre forma2 and t ime-com~ appraach to 
FDA, as by a citizen petition, is necessary. 

1. Our fixst question concerns the procedures for 
hanSking full new drug appliaaUons seeking appm2va.l of gene&z 
copies of alreudy-approved drugs. Under the 1984 amendments, 

. 
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approval of generic copies of marketed drugs nay be obtained by 
H3.~mg m abbrwiated new drug application, provided certain 
conditions are met. Those conditions inolude the provision of 
a certification regarding any applicable patent and the giving 
of notice to NDA holders and patent owners in the event the 
validity or appliaability of a patent is challenged. 
Fur&ermore, an ANDA cannot be approved ot" made effective until 
after ehe expiration of any period of naxket exclusivity to 
whMa an already appraved NDA ia entitled. The same conditions 
and restriotions apply tu so-aalleci t'paper N~As,~ i.e., 
appBiaations filed puursuant to seotion 505(b)(2) of the Act. 

Xf a firm wants to market a generic copy of an approved 
drug without being subject to the limitations imposed on 
abbreviated applications, it is legally free under the Act to 
file a wfulllt nim drug application. That is, it may file an 
application pursuant to secztiort 505(b)(l), which governs the 
pmmedures and substantive requirements for applications that 
contain the results of original, proprietary research 
ef&ablisbing the safety and effectiveness of drug products. 
Although t&at provision af the Act is gemmally used to obtain 
appxwal of now chemioalentities and other plmmaaeutical 

. 

innovatione, it is available to any cmupany wZlling to met its 
str328gent standards, even fox a generic copy (subject, of 
cou%se, to applicable patent rights enforced outside the N6A 
approval framework). . 

FDA's proaedures forhandling genericdrug 
appxoval. applliaations have been the subject of scrut3x~y and 
debate over the past several years. FDA has canclnded that to 
elix&nann+a the potential for real or apparent mfaizness tithe 
procceasing of applications for compating versions of the same 
druqf product, 5A intends to impose a striotafirst in-first 
revi,ewedn policy, subject to limited exceptions and close 
mmi.toring. Division of Generic Drugs Polioy and Procedure 
GU~&BS 15-90 (January 28, 2990) and 16-90 (March 7, 1990). 
Vndacr this policy, the schedule for revi- of a generic drug 
approval application cannot be adjusted to advantage or 
disadvantage that application in relation to other applications 
UXIlWs there are sound scientific, technical, or administrative 
reascme for doing so, and those reasons am recognized ir? 
official, mitten policy or expJ.ained to mapervisory .* 
InaAageMnt . The purpose of this policy is to aesure that 
generic drug approval applications are ha&led in due course, 
and are ~c8t' affected, positiVely or negatively, by extzxmeous 
factox%?* 

The sama policy must apply to the review of m 
applications for gemeic copies of appmvmi drugs, Given the 
time and expense involved in duplicating the originator48 NDA, 



there will be far fewer full applications than abbreviated 
applications fwr generic copies of approved drugs. 
Nevertheless, it is no less imperative as a legal and policy 
matter that such applications be managed with the same 
impaxt&&ity whose importance is recognized in the contirxt of 
abbreviated applications. 
are entitled to assume that 

Appliaants and the public generally 
all drug approval appliaxtions will 

be processed without reference to irrelevant factors that may 
prejudice the rights of competitors, patients, third-party 
payers, and others with a stake in the fair and equitable 
treatment of marketing applications, 

we aasame that tie Center for Urug Evaluation and Research 
agrees that fairness is a &aralamt objective in the management 
of competing drug approval applications, whether full, Npapff,lB 
or abbreviated, and that reliance by thozx responsfbla for 
reviewing such applications on considerations that are 
irrelevant from a legal, scientific, or public health 
perspective in order to expedite or retard the approval process 
is antithetical to achieving that objective. We tharefore seek 
your confirmation that a recent account in the Pink Sheet is 
eithsr erroneous or that it reflects the views of lower level 
Center employees and not that of senior nmnagwt and that 
ntanagement w&U advise al.1 Center emp3oyee.s that the statements 
in the Pink Sheet article do not reflect Center policy. 

The report, a oopy of which 'is attached, concenns remarks 
mad@ by Robe& Cati~l~n of Rhone=-POU~~C ROW (RPR) at CL 
meeting of securities analysts in New Ywek City on May 10. 
Amording to Mr. Cawthurn, RPR axpects to avoid the tsn-year 
exczlusivity period applicable ta Marion*s Cardizem by obtaining 
approval of a full new drug application for diltiazlam. The 
Pink Sheet paraphrases Mr. Cawthorn as predicting that his 
conapany's product: "will get the jmup on generic diltiaegm ANDA 
approvals by reacfiing the mark& before the expiration of 
Marion's Cazdiaem excZusfvity in November 1992," by the %econd 
quarter af 1992." 

April 
Ordinarily, a company that had submitted a full NDA in 

of 1990 would be in no position one month later to 
predict with aonfidence that approval. wou3.d occur at any 
specific time in the f&are, much lass a time merely twd'years 
away- ButMr. Cawthorn8s certainty and optimismwerebased, he 
said, on stamts by employees of the FDA (not identified in 
the Pink Sheet article): 

[WI@ know, from talk to FDA, that they are 
qute interested in seeing somebody else come . 
with a diltiaeem produck on the market ,,.% it 
may not be P'DA's official mam3ate to encxmrage 
competition and try to reduoe health cam 
costs e.. it is certainly an unofficial one, 
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Apparmtly on the basis of FDA's alleged interest in bringing 
competition to t&e: diltiamm marketplace, RPR was "led to 
belLeve that we wilf, get very capable and pronapt review,@ 

A policy of expediting the review of applicationis; for 
generic drug8 based on the private, unofficial views of Center 
employees about what is best for the competitive environment is 
cleaxly at odds with the Center*s recent initiative to 
regularize proct3dures for the management of the generic drug 
ev&luation prof3366. That effort is intenUd to preclude the 
comsiderat~on in the proceasing of generic drug approval 
appLicatiom3 of exactly the sort of legally iixmlavant factor 
RPR was allegedly told by Center emrployees would enter into the 
scheduling of its application for diltiazeu. 

We would appreciate your clarification of the Centerls 
policy regarding the processing of full NDA$s for generic drugs 
and your assurance that: applications for generic drugs will be 
subject to equitable, ever&ended menagment irrespective of 
whether they are filed as full., "paper," or abbreviated 
applications. . 

2. The eecomd question we have relates to FDA's policy 
on what constitutes a full, as opposed to a “paper,” MDA, It 
has come to our attention that a phammceutical firm may 
rWly have submitted an NM undarr section 505(b) (1) that i6 
properly subject to zwiew only under section 505(b)(Z), 
thereby sideste@ping ths pmoedural prote&ions afforded 
innovator pharmoeutiml firms against gene2ic coalpetition that 
potxmtially comprolaiseb the innovator coapany*s patent rights. 
such an ocelzrren ce raims a broader issue that to our knowledge 
hes not been addressedby FDA. 

That issue conaerns the extent to which an applicant 
seeking a seoond or subsequent approval foradrugproduct 
under #e&ion SOS(b)(l) is required to meet the same data 
reqeir~tsthatwere imposed onthe first successful 
appkicant. The question is important for two reasons. First, 
a3.1 applicants should be treated fairly. Therefore, a second 
applA%mt should not be excused frcm requirements imposed on 
the first applicant. In addition, in the case of section 
505(b), if an application is Bpfr required to contain the"same 
data as a previous, full application, the reason why must be 
that the second applicent is relying explicitly or implicitly 
on studies performed by or for someone other than the applicant 
-- frtadces that either g enerate npaper*g contained in the second 
appl.+catiOn or that are relied on more generally by the 
appluxkntand FDAreviewers to ccncludet&xta particular 
scfetXtti9i.C or mdical question has been answered sufficimtly 
to dtispen6e with the need for relevant evidence in the 
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app.Lication, despite. the fact that the first applicant was 
required to submit evidence to answer the question. In that 
case, the secosad application is properly considered under 
sec%ion 505(b)(2) r so that the applicant under section 
SOS[b)(l) rerceives the benefit: of the patent notifications and 
excILus.ivity provisions applicable to paper liDAs. 

We are not aware that FDA has issued either form1 or 
informal guidance to its staff or to the pub2ic mgardbg the 
required content of a eecoti or subsequent lifaA under section 
%5(b)(l). Wetherefore seekyouraseuranoe thatPDAwil.1 
require that such an NM contain all of the safsty and 
0ffPtctivmess infomation that tkm first applicant was ref@red 
to submit to obtain approval of its NM. 

This request specifically includes the situation in whiti 
the second appliczant contends that a particular data 
requimznent is no longer applicable because the proposition for 
whiczh data had been requked of the first applicant has become 
in some sense sufficiently Qaczceptml” in the &c&mtific 
community that its, validity nagd no longer be shown by specific 
scie&tific procedures. 
conf!liut with the 1984 

Such a contention is squarely in 
anmndmnts, which erected the principle 

that any appUcation that lacks investigations required of the 
innovator applicant un$er section 505(b) (I) is by definition a 
"paper NDA" that must be filed and reviewed under motion 
505(b) (2) (or, of coaxme,. section 505(j)). Thatrewlt fe 
raqu.ixed fox tw6 reasons. 

First, if a suhsequentapplicantis exouaed from 
sukmitting aft original investigation to answer a question 
deeumd relemmt,by Center revimmrs for ule first appliuant, 
the subsaquent applicant is necessarily relying on 
irrveatigdions th& wewe not conduced by or for that 
applicant. That reliance accuzs despite the fact that the 
investigdzions #at mswem3.d the question -- 01: even the need 
for theaI -- may have becomp ohscumd by the passage of thaw 
We believe that reliance on such investigations, although 
indirect or katzit, is funatkmaily aquivzllent to direct 
relianCe on published studies in the fonm of a traditional 
"paper NDAw and should give rise to the same result, i,e., 
submission and review under section 505(b) (2). . 

The second zmmon why an NM lacking the same 
imretltigations that were r@ed in a pioneer smA must be 
reviewed under mtction 505(b)(2) is that fa.i.Lure to do so 
im&kateS the constitutional. and statrritoq right8 of holders 
of pioneer ND&. These rights are protected by requiring a ' 
subsequent applicant for approval to market a drug approved 
undtxr seution 505(b) (1) ti adhere to the special procedures far 
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the submission and review of any approval appPication that is 
not a WkL la application. To define a VullW  application as 
mything lass than an application contiining a ll the 
iXnm8tigutionS iEB th8 fiX!St ap@iCatfOn mkiras the distinction 
between sectia SOS(b)(I) and (b) (2) administratively 
utmr;anageable and, ultima te&y, meaningless. 

As acpla.$.rw3 inthebegimingofthislettez, theissues 
we iere raising are huportunt enough ior us to amdk the Center~s 

lhmrkbl~s, beaawsa we do not aMA.cipete a serious 
ggz& b&w&m our.? ViePr and what we expect is the Center~s 
pockion, it is satisfartary to us that the response be 
islforapal. Ifue~dutil i~~eanuth~p~,however, 
pl19~4rletus kww. We would be happy to meet with you to 
discusstheee issuesifyaubelieve that wauLdborrrisf&L. 

, 


